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tsionally fata) hypersensitivity (anaphylae- 
. c been reported in patients on oral penieil- 
,ough anaphylaxis is more frequent follow 
herapy. it lias occurred in patients on oral 
ic reactions arc more apt to occur in indi- 
istoryof penicillin hypersensitivity rmd/or a 
ivity to multiple allcrgens. 
. reports of individuals with a history of p*n- 
ulivity who have experienced severe hypcr- 
tions when treated with a cephalosporin. 
Before initiating therapy with a penicillin, 
should be made concerning previous hyper- 
■Jons to penicillins, cephalosporins, or other 
allergic reaction occurs, the drag should be 
ul the appropriate therapy instituted. 
PHYLACTOID REACTIONS REQUIRE IM 
URGENCY TREATMENT WITH EPINEPH- 
N INTRAVENOUS STEROIDS AND' AIR- 
CEMENT. INCLUDING INTUBATION, 
) BE ADMINISTERED AS INDICATED. 

<S 

ith any penicillin preparation, an allergic rc- 
ng anaphylaxis, may occur particularly in a 
individual. 

of Geocillin may result in the overgrowth of 
organisms. If superinfection occurs during 
^riate measures should be taken. 
Hin is primarily excreted by the kidney, pa- 
;re renal impairment (creatinine clearance of 
Urn if) will not achieve therapeutic urine lev- 
llin. 

tb creatinine clearance of 10-20 ml/min it 
iry to adjust dosage to prevent accumulation 

tts: As with other penicillins, periodic as- 
ijan system function including renal, hepatic, 
■ietic systems is recommended during pro- 
mts: Geocillin (carbcnicillin indanyl sodium) 
ay be increased and prolonged by concurrent 
• of probenecid. 

is. Mutagenesis. Impairment of Fertility: 
ong-term animal or human studies to cvalu- 
ic potential. Rats fed 250-1000 mg/kg/day for 
eloped mild liver pathology (e.g.. bile duct hy- 
tll dose levels, but there was no evidence of 
neoplasia. Geocillin administered at daily 
to 1000 mg/kg had no apparent effect on the 
reductive performance of rnts. 
tegory B: Reproduction studies have been 
■lose levels of 1000 or 500 mg/kg in rats, 200 
. and at 500 mg/kg in monkeys with no harm 
i Geocillin. There arc. however, no adequate 
oiled studies in pregnant women. Because an- 
lion studies arc not always predictive of hu- 
. this drug should be used during pregnancy 
needed. 

•livery: 11 is no1 kn° wn whether the use of 
imans during labor or delivery has immediate 
verse effects on the fetus, prolongs the dura- 
r increases the likelihood that forceps delivery 
trical intervention or resuscitation or the new 
.ecessary. 

rtmr*: Carbcnicillin class antibiotics are ex 
although the amounts excreted arc unknown; 
,tion should be exercised if administered to « 
ui. 

: Since only limited clinical data is available 
tdren. the safety of Geocillin administration in 
p has' not yet been established. 

(EACTIONS 

■ adverse reactions have been reported as pos- 
ts Geocillin administration in controlled stud- 
lude 344 patients receiving Geocillin. 
naf: The most frequent adverse reactions as- 
Geocillin therapy are related to the gastroin- 
. Nausea, bad taste, diarrhea, vomiting, fiatu- 



Oeimalologic: 1 1 »perKei»Kilivily renin 
rash, urticaria, ;«9 frequently pruritus. 

Hematologic: . .lh other penicillins, anemia. lhrumt»o 
cyu>penin. leukopenia, neutropenia, and eosinophil!" h«vi- 
infrequently bocn observed. The clinical significance of 
these abnormalities is not known. 

Miieellaneous: Other reactions raicly retried were, hy- 
perthermia, hendaihe. itchy eyes, vaginitis, and loose 

Stools. 

Abnormalities of Hepatic Function T*sts: Mild S< IO I <>|. 
evations have lieen observed following < lenrilliii administ ra 
turn. 

OVKKDOSAGK 

Ceodllin is generally nontovic. (ieocillin when taken in ev 
,-essive amounts may produce mild g;i.slr..iiitesl inal irrila- 
lion. The drill; rapidly excreted in the urine and symp- 
toms are transitory. The usual symptoms of anaphylaxis 
may occur in hypersensitive individuals. 

Carlieimillin hUnl levels achievable with t ;, ocillin are very 
low and toxic reactions as a function of overdosage should 
n..l occur systematically. The oral I .!>..„, it. mice is a.fiOO mi;/ 
k t; . in rats 2.000 nig/kg. and in dogs is in excess or MM) nig/ 
kg. Tin* lethal human dose is not known, 
Although never retried, tlie possibility of accumulation of 
indanyl should be considered when large amounts of Geocil- 
lin are ingested. Free indole, which is a phenol derivative, 
niiiy be potentially toxic. In general &-U> grams of phenol, 
and presumably a similar amount of indole, are required 
orally before toxicity (peripheral vascular collapse) may oc- 
cur. The metabolic by-prod ucts of indole are nontoxic. In pa- 
tients with hepatic failure it may be possible for unmctabo- 
lized indole to accumulate. 

The metabolic by-products of Geocillin. indanyl sulfate and 
glucuronide. as well as free carbcnicillin, arc dialyzablc. 
DOSAGE AND ADMINISTRATION 

Geocillin is available as a coated tablet to be administered 
orally. 

' Usual Aduh Dose 



URINARY TRACT INFECTIONS 
Escherichia coii, Proteus 

species, and Enterobactcr 
Pseudomonas and Enterococcus 

PROSTATITIS 
Escherichia coti, Proteus 

mirabilis. Enterobactcr and 

Enterococcus 



1-2 tablets 
4 times daily 
2 tablets 
4 times daily 

2 tablets 

4 times daily 



HOW SUPPLIED 

Geocillin is available as film-coated tablets in bottles of 
100's (NDC 0049- 1430-66), and unit-dose packages of 100 
(10 X 10's) (NDC 0049-1430-41). Each tablet contains car- 
bcnicillin indanyl sodium equivalent to 382 mg of carbeni- 
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GEODON"* 
(ziprasidone HC1) 
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DESCRIPTION 

GEODON T t is available as GEODON Capsules 
(ziprasidone hydrochloride) for oral administration. 
Ziprasidone is an antipsychotic agent that is chemically un- 
related to phenothiazinc or butyrophenone antipsychotic 
agents. It has a molecular weight of 412.94 (free base), with 
the following chemical name: 5-l2-l4-U.2-bcnzisothiazol-3- 
vl) -1- pipcrazinyl] ethyl] -6-chloro-l, 3-dihydro 2J1- indol-2- 
onc. The empirical formula of C 21 H 2l ClN,OS (free base of 
liprasidone) represents the following structural formula: 



'"■fa|,o u ti e *^ 



'is majj 



GEODON CapsuleB contain a monohydrochlorido. monohy- 
dratc salt of tiprasidonc. Chemically. liprasidone hydro- 
chloride monohydrate is 5-12-14 -U.2-beniisothiaiol-3-yl>- 
1 -pipcrarinyHethyll-6-chloro- 1 ,3-dihydro-2i/-indol-2-one, 
monohydrochloride, monohydrate. The empirical formula is 
CnH^ClN^OS HCl HjO and its molecular weight ifl 467.42. 
Ziprasidone hydrochloride monohydrate ie a while to 
•lightly pink powder. 

GEODON Capsules are supplied for oral administration in 
20 mg (blue/white), 40 mg (blue/blue). 60 mg (white/white), 
and 80 mg (blue/while) capsules. GEODON Capsules con- 
tain tipraaidone hydrochloride monohydrate, lactose, prege- 
latinixed starch, end magnesium stearatc. 
CLINICAL PHARMACOLOGY 



M IT 1 1,. «l>d.. 1 .|..1re,..T,;ic leceptofs'K, V of 4 H. 7 2,(i ^ 
.1 A 2 and 10 nM. -rtively). «»d m"<lerau ; nfriniti 

the hisUmine 11, . or tK.^47 r.M). Zipr asido ne .( 

tiotirnl hh nn Mntjigotii.-^ at the II,. MIT^. Hud MIT,,, 
Uirs. and as nn agonist «l the: - r ,HT M recepUir. Zipr* 
inhibited synaptic reuptake of tieroUinin and m>rep_ 
rine. No appreciable affinity was exhibiu.d for .iU, tr 
tor/binding sites tesU-d, im lndinj; the cliolim rejc tnq 
rinic receptor ( lt'..„ >1 )iM» 

Tlie nn-clianism of artion of /ipt asidone. as wit), r,i| lpr j 
haviue. effirai-y in s<:hi7ophrenia. i<- unknown Mnwcv^l 
has Imi-h propoMtl thai tins drug's efficacy in s<-|ii*nph 
is nu-diated thrmu:ti a c onil.iii.il i-.o of dopamine type 2 ( 
and serotonin lyite 2 (MITJ antannnism. Aiilai:'iriism at| 
n-ptois other than dopamine and MIT, will, sitnila 

lor affinities may explain mji fthe otber ll>. 

side effects of liprasidone 

Ziprasidone's antagonism of histamine il , rei i-ptois 
plain the somimlenre ohser\ed wjlli tliis drui; 
'Ziprasidone's antagonism of <• , -adrem-rgic ri-r ):[ ,tori ] 
explain the orthostatic liypotinision ohsen-ed with thiB tj 
Pharmacokinetics 

'Ziprasidone's activity is primarily doe to the parent <^ 
The multiple-dose phaniiaroknu lHs of ziprasidooe^j 
dose -proportional within the propositi clinical dose'-rr^ 
and ziprasidone accumulation is predictable with tBu_ 
dosing. Elimination of ziprasidone is mainly via hepatic) 
Labolism with a mean terminal half-life of atwul 7 be 
within the projwsod clinical dos<r range. Steady-staui \ 
centrations are achieved within one Uj three days of d ' 
The mean apparent systemic clearance is 7.. r > mL/a. 
Ziprasidone is unlikely to interfere with the mctaboi) 
drugs metabolized by cytochrome IM50 enzymes. 
Absorption: Ziprasidone is well absorbed after oral i^. 
istration, reaching peak plasma concentrations in 6J 
hours. The absolute bioavailability of a 20 mg do«;«- 
fed conditions is approximately 60%. The ah- — **- 
ziprasidone is increased up to two-fold in the | 
food. ...^ 
Distribution: Ziprasidone has a mean apparent vola 
distribution of 1.5 L/kg. It is greater than 99% beflj^ 
plasma proteins, binding primarily to albumin and.fW 
glycoprotein. The in vitro plasma protein bind™ 
ziprasidone was not altered by warfarin or propn 
highly protein-bound drugs, nor did ziprasidone i 
binding of these drugs in human plasma. Thus, tb/f 
tial for drug interactions with ziprasidone due to'o 1 
ment is minimal. 

Metabolism and Elimination: Ziprasidone is c 
metabolized after oral administration with only*'* 
amount excreted in the urine or feces <<4%hj 

changed drug. Ziprasidone is primarily cleared ^ 
metabolic routes to yield four major circulating me 
benzisothiazole (BITP) sulphoxide. BITP-i 
ziprasidone sulphoxide, and S- methyl -dihyunmp 
Approximately 20% of the dose is excreted in the t" 
approximately 66% being eliminated in the^ 
changed liprasidone represents about 44% of I 
related material in scrum. In vitro studies u~ 
liver subcellular fractions indicate that S-i 
droziprasidone is generaLed in two steps. The ( 
that the reduction reaction is mediated by aldehy 
and the subsequent methylation is mediated by t 
yltransferase. In vitro studies using human.* 
crosomes and recombinant enzymes indicate thi-^ 
is the major CYP contributing to the oxidative i 
or ziprasidone. OT1A2 may contribute to a mu ^( 
tent. Based on in vivo abundance of excretory t"" 
less than one-third of ziprasidone metabolic cleai 
dialed by cytochrome P450 catalyzed oxidationjuwj 
imatcly two- thirds via reduction by aldehyde o 
are no known clinically relevant inhibitors or i 
dchydc oxidase. 

Special Populations . 
Age and Gender Effects— In a multiple-* 0 *^ 
treatment) study involving 32 subjects, there 
encc in the pharmacokinetics of ziprasidone l 
and women or between elderly (>65 years) and J 
45 years) aubjects. Additionally, population P 
netic evaluation of patients in controlled 
□o evidence of clinically significant age or 
differences in the pharmacokinetics of ziprsJ 
modifications for age or gender are. thereW 

mended. «f««J 
R ace — No specific pharmacokinetic study ww^ 
investigate the effects of race. Population pnw 
evaluation has revealed no evidence of din 10 
raceirelated differences in the ^ 
liprasidone. Dosage modifications for race .Pj 
not recommended. 

Smoklno— Based on in vitro studies uu 
enzymes, ziprasidone \s not a substrate 'P^jJ 
ing should therefore not have an ^^J^Lfi 
notice of tiprasidone. Consiatcnt with ."^TjjL 
population pharmacokinetic * VB,uatlo "ilJ3 
any significant pharmacokinetic differeD< ] T ,l 
ert end nonsmokers. - j ' 4 

Renel Imp elrmerrt— Because *>P raBid< ** t J 
Used, with leas than 1ft of the drug «?<*gj 
6al impairment alone is unlikely W .."!_T^E 
the pharmacokinetics vf ziprasidone. T&« 
nf rlnTS«idone following R Anvn of 20 i 
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